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INCREASED SERUM TRANSFORMING GROWTH FACTOR-BETA (TGF-BETA)
IS RELATED TO LONGER TIME TO FIRST TREATMENT (TFT) IN MM AND
IMPROVED OVERALL SURVIVAL (OS) IN WM.
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Background: TGF-beta normally down-regulates B-cell proliferation. Resistance to its effects
was shown by paraclinical studies in malignant cells of B-lineage such as chronic
lymphocytic leukemia (CLL) and multiple myeloma (MM) cells. There are however very few
studies investigating serum TGF-beta levels’ impact in patients with lymphoproliferative
diseases.

Aims: To assess possible TGF-beta disease regulating mechanisms by studying eventual
relationship between serum TGF-beta levels and TFT and OS in a series of MM and WM
patients at diagnosis.

Patients and Methods: 42 MM and 34 WM patients were studied.In the MM group,
paraprotein was IgG in 62%, IgA in 17%, LC in 19% and IgD in 2% of patient, while 29%,
20% and 51% patients were in ISS stage 1, 2 and 3 respectively. Anemia (Hb &lt;11g/L)
was observed in 36%, thrombocytopenia (PLT &lt;100x109/L) in 5%. Bone marrow (BM)
infiltration was =50% in 45% of patients. Median age was 71 years. Sixty seven percent of
patients were or became symptomatic and required treatment during follow up. Median
follow up was 60 months. In the WM group, median IgM level was 2710 mg/dL, patients
WM-IPSS stages were evenly distributed. Median age was 64 years. Lymph nodes were
palpable in 21% and spleen in 6% of patients. Anemia (Hb &It;11g/L) was observed in 50%,
thrombocytopenia (PLT &lt;100x109/L) in 6%, hypoalbuminemia (serum albumin &lt;3.5
g/dL) in 11%, beta2-microglobulin O 5.5 mg/L in 50% and bone marrow (BM)
lymphoplasmatic infiltration was =250% in 38% of patients. Sixty five percent of patients
were or became symptomatic and required treatment during follow up. Median follow up
was 100 months. Patients’ frozen sera, drawn at diagnosis, were retrospectively analyzed
while sera from 24 healthy individuals (HI) were tested as controls. Serum TGF-beta
measurements were done by ELISA (R&amp;D, quantiquine) according to the
manufacturer’s instructions. Statistical analysis was performed by SPSS software, version
15v.

Results: Median serum TGF-beta levels were 61500pg/ml (range 1350-99000) in MM group,
42000 pg/ml (range 6300-615000) in WM group and 57500pg/ml in HI (range 30000-
110000). Patients in MM group with TGF-beta levels above median presented a longer TFT
(p=0.029) while patients in WM group with TGF-beta levels above median presented a
longer OS (p=0.03).

Conclusions: Our results of longer TFT in MM and improved OS in WM patients with
increased serum TGF-beta levels, suggest that a degree of sensitivity to the suppressive
effect of TGF-beta may remain in neoplastic cells. Further studies are needed to confirm
these results.



